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DETAILED ACTION 

Continued Examination Under 37 CFR 1.114 

1 . A request for continued examination under 37 CFR 1.114, including the fee set forth in 
37 CFR 1 .17(e), was filed in this application after final rejection. Since this application is 
eligible for continued examination under 37 CFR 1.1 14, and the fee set forth in 37 CFR 1.17(e) 
has been timely paid, the finality of the previous Office action has been withdrawn pursuant to 
37 CFR 1.1 14. Applicant's submission filed on October 23, 2008 has been entered. 

Status 

2. Claims 83-94 are currently pending. In the response, Applicant amended claims 83, 85, 
87, 91, and 93. 

The following are new grounds of rejection. Any previously made rejections or 
objections not reiterated below have been withdrawn as being obviated by Applicant's 
amendments to the claims. Applicant's arguments that remain pertinent to the new grounds of 
rejection presented below have been fully considered, but they were not persuasive for the 
reasons set forth in the "Response to Arguments" section. 

Priority 

3. Applicant's claim for the benefit of a prior-filed application under 35 U.S.C. 1 19(e) or 
under 35 U.S.C. 120, 121, or 365(c) is acknowledged. Applicant has not complied with one or 
more conditions for receiving the benefit of an earlier filing date under 35 U.S.C. 120 and 1 19(e) 
as follows: 
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The later-filed application must be an application for a patent for an invention which is 
also disclosed in the prior application (the parent or original non-provisional application or 
provisional application). The disclosure of the invention in the parent application and in the later- 
filed application must be sufficient to comply with the requirements of the first paragraph of 35 
U.S.C. 1 12. See Transco Products, Inc. v. Performance Contracting, Inc., 38 F.3d 551, 32 
USPQ2d 1077 (Fed. Cir. 1994). 

The disclosures of the prior-filed applications, Application Serial No. 10/153,219 and 
Provisional Application 60/292,845, fail to provide adequate support or enablement in the 
manner provided by the first paragraph of 35 U.S.C. 1 12 for one or more claims of this 
application. Specifically, the '219 and '845 applications do not teach forming a transcription 
substrate by ligating two or more oligonucleotides to each other in a template-dependent process 
as required by claims 83 and 94, and therefore, they fail to adequately support the subject matter 
of claims 83-92 and 94. Also, the '219 and '845 applications do not teach that the target nucleic 
acid consists of a nucleic acid sequence tag joined to an analyte-binding substance and that the 
method further comprises forming a specific binding pair between an analyte and an analyte- 
binding agent prior to conducting step (b) in the method of claim 83, and therefore, they do not 
provide adequate support for the method of claims 88 and 92. Accordingly, claims 83-92 and 94 
have only been granted benefit of Provisional Application 60/436,062, which was filed on 
December 23, 2002. Claim 93 does find adequate support in the prior-filed applications, and for 
this claim, an effective filing date of May 22, 2001 has been used for prior art purposes. 
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Specification 

4. The disclosure is objected to because of the following informalities: The continuity 
information appearing in the first paragraph of the specification should be updated to indicate 
that prior-filed Application Serial No. 10/153,219 has issued as US Patent No. 7,452,705. 

Appropriate correction is required. 

Claim Rejections - 35 USC§112, 2 nd paragraph 

5. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the 
subject matter which the applicant regards as his invention. 

Claim 94 is rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as 
the invention. 

Claim 94 is indefinite, because the relationship of the ligation product obtained in step 
(ii) of the method to the single-stranded DNA oligonucleotide used in step (b) of the method of 
claim 93 is unclear. Claim 94 is drawn to the method of claim 93, wherein step (b) of the 
method comprises providing a target nucleic acid and amplifying the target nucleic acid in a 
template-dependent process that comprises ligating two or more oligonucleotides using the target 
nucleic acid as a template. Step (b) of claim 93 recites "obtaining a single-stranded DNA 
oligonucleotide that contains a N4 virion RNA polymerase promoter sequence". It is not clear 
from the claim language whether steps (i) and (ii) of the method of claim 94 produce the single- 
stranded DNA oligonucleotide obtained in step (b) of claim 93 or if the ligation product obtained 
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in step (ii) of claim 94 is related in another way to the single-stranded DNA oligonucleotide of 
claim 93. 

Claim Rejections - 35 USC §103 

6. The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

This application currently names joint inventors. In considering patentability of the 
claims under 35 U.S.C. 103(a), the examiner presumes that the subject matter of the various 
claims was commonly owned at the time any inventions covered therein were made absent any 
evidence to the contrary. Applicant is advised of the obligation under 37 CFR 1 .56 to point out 
the inventor and invention dates of each claim that was not commonly owned at the time a later 
invention was made in order for the examiner to consider the applicability of 35 U.S.C. 103(c) 
and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 U.S.C. 103(a). 

7. Claims 83-85, 88, 89, and 92 are rejected under 35 U.S.C. 103(a) as being unpatentable 
over Dattagupta (EP 0 427 074 A2; cited previously) in view of Dai et al. (Genes & 
Development (1998) 12: 2782-2790; cited previously). 

These claims are drawn to a method for making RNA that comprises ligating two or more 
oligonucleotides in the presence of a target nucleic acid to form a transcription substrate having a 
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single-stranded promoter and transcribing the ligation product with an RNA polymerase that 
lacks helicase-like activity and that can transcribe RNA using a single-stranded promoter. 

Dattagupta teaches methods for making RNA that comprise template-dependent ligation 
of two oligonucleotides to produce a transcription substrate followed by transcription using an 
RNA polymerase (see abstract and Figure 5). 

Regarding claim 83, Dattagupta teaches a method for making RNA using a target nucleic 
acid in a target nucleic acid as a template comprising: 

(a) amplifying the target nucleic acid sequence in a template-dependent process that 
comprises ligating two or more oligonucleotides in the presence of the target nucleic acid, 
wherein at least one of the oligonucleotides comprises a single-stranded promoter that does not 
anneal to the target nucleic acid (see Figure 5 and page 8, lines 22-31); and 

(b) transcribing the ligation product from step (a) with an RNA polymerase (see Figure 5 
and page 8, lines 32-34). 

Regarding claim 85, Dattagupta teaches that the method of claim 83 comprises (see 
Figure 5, page 8, lines 22-34, and Example 4 at page 13, lines 25-51): 

(a) obtaining an RNA polymerase; 

(b) obtaining DNA, wherein the obtaining comprises: 

(i) providing a sample containing a target nucleic acid having a target nucleic 

acid; 

(ii) annealing first and second probe oligonucleotides adjacently to each other on 
the target nucleic acid, wherein the first oligonucleotide contains a single-stranded RNA 
polymerase promoter sequence; 
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(iii) ligating the first and second probe oligonucleotides to one another to generate 
the DNA; 

(c) admixing the RNA polymerase and the DNA; and 

(d) culturing the RNA polymerase and the DNA, thereby generating RNA. 
Regarding claims 88 and 92, Dattagupta teaches that the target nucleic acid consists of a 

target sequence tag that is joined to an analyte-binding substance, specifically a nucleic acid, and 
prior to performing step (b) in the method of claim 83, the method comprises (see page 7, lines 
30-39): 

(a) obtaining the analyte-binding substance to which the target sequence tag is joined; 

(b) contacting the analyte-binding substance to which the target sequence tag is joined 
with the analyte (the immobilized probe sequence) to form a specific binding pair; 

(c) removing the analyte-binding substance molecules that are not bound to the analyte 
from the specific binding pair; and 

(d) providing the resulting specific binding pair. 

Dattagupta does not teach using a polymerase that lacks helicase-like activity and that 
can transcribe RNA from a single-stranded promoter as required by claims 83-85, 88, 89, and 92. 
Dattagupta also does not teach that the RNA polymerase is an N4 virion RNA polymerase as 
required by claims 84, 85, and 89. 

Dai analyzed the promoter requirements of the N4 virion RNA polymerase (see abstract 
and pages 2782-2783). Dai teaches that the N4 virion RNA polymerase lacks helicase-like 
activity and is capable of transcribing RNA using a single-stranded promoter (see abstract and 
page 2782). Dai further teaches that the N4 virion RNA polymerase transcribes hairpin promoter 
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structures in the presence of E. coli single-stranded binding protein (see page 2782 and pages 
2787-2789). 

It would have been prima facie obvious for one of ordinary skill in the art at the time of 
invention to utilize an N4 virion RNA polymerase when practicing the method of Dattagupta. 
Since Dattagupta taught performing the transcription step using an RNA polymerase that 
recognized a hairpin promoter (see page 5, lines 20-55, for example), an ordinary artisan would 
have been motivated to use any RNA polymerase known to possess this activity when practicing 
the method of Dattagupta recognizing its suitability for the intended purpose. As noted in MPEP 
2144.07, selection of a known material based on its suitability for the intended purpose is prima 
facie obvious in the absence of secondary considerations. Also, as noted in MPEP 2144.06, it is 
prima facie obvious to substitute art-recognized equivalents useful for the same purpose. In this 
case, as evidenced by the teachings of Dai cited above, the N4 virion RNA polymerase was 
known to be capable of transcribing RNA having a hairpin promoter in the presence of E. coli 
single-stranded binding protein. Therefore, an ordinary practitioner of the method taught by 
Dattagupta would have been motivated to utilize this RNA polymerase in the transcription step 
of the method with a reasonable expectation of success. Thus, the methods of claims 83-85, 88, 
89, and 92 are prima facie obvious over Dattagupta in view of Dai. 

8. Claims 83-92 and 94 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
Dattagupta (EP 0 427 074 A2; cited previously) in view of Kazmierczak et al. (WO 02/095002 
A2; cited previously). 
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These claims are drawn to a method for making RNA that comprises ligating two or more 
oligonucleotides in the presence of a target nucleic acid to form a transcription substrate having a 
single-stranded promoter and transcribing the ligation product with an RNA polymerase that 
lacks helicase-like activity and that can transcribe RNA using a single-stranded promoter. 

Dattagupta teaches methods for making RNA that comprise template-dependent ligation 
of two oligonucleotides to produce a transcription substrate followed by transcription using an 
RNA polymerase (see abstract and Figure 5). 

Regarding claims 83 and 94, Dattagupta teaches a method for making RNA using a target 
nucleic acid in a target nucleic acid as a template comprising: 

(a) amplifying the target nucleic acid sequence in a template-dependent process that 
comprises ligating two or more oligonucleotides in the presence of the target nucleic acid, 
wherein at least one of the oligonucleotides comprises a single-stranded promoter that does not 
anneal to the target nucleic acid (see Figure 5 and page 8, lines 22-31); and 

(b) transcribing the ligation product from step (a) with an RNA polymerase (see Figure 5 
and page 8, lines 32-34). 

Regarding claims 85 and 94, Dattagupta teaches that the method of claim 83 comprises 
(see Figure 5, page 8, lines 22-34, and Example 4 at page 13, lines 25-51): 

(a) obtaining an RNA polymerase; 

(b) obtaining DNA, wherein the obtaining comprises: 

(i) providing a sample containing a target nucleic acid having a target nucleic 

acid; 
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(ii) annealing first and second probe oligonucleotides adjacently to each other on 
the target nucleic acid, wherein the first oligonucleotide contains a single-stranded RNA 
polymerase promoter sequence; 

(iii) ligating the first and second probe oligonucleotides to one another to generate 
the DNA; 

(c) admixing the RNA polymerase and the DNA; and 

(d) culturing the RNA polymerase and the DNA, thereby generating RNA. 
Regarding claims 88 and 92, Dattagupta teaches that the target nucleic acid consists of a 

target sequence tag that is joined to an analytc-binding substance, specifically a nucleic acid, and 
prior to performing step (b) in the method of claim 83, the method comprises (see page 7, lines 
30-39): 

(a) obtaining the analyte-binding substance to which the target sequence tag is joined; 

(b) contacting the analyte-binding substance to which the target sequence tag is joined 
with the analyte (the immobilized probe sequence) to form a specific binding pair; 

(c) removing the analyte-binding substance molecules that are not bound to the analyte 
from the specific binding pair; and 

(d) providing the resulting specific binding pair. 

Dattagupta does not teach using a polymerase that lacks helicase-like activity and that 
can transcribe RNA from a single-stranded promoter as required by claims 83-85, 88, 89, and 92. 
Dattagupta also does not teach that the RNA polymerase is the N4 virion RNA polymerase as 
required by claims 84, 85, and 89. Dattagupta also does not teach using mini-vRNAP as the 
RNA polymerase as required by claims 86, 87, 90, 91, and 94. 
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Kazmierczak teaches a method for making RNA from a single-stranded DNA 
oligonucleotide containing an N4 virion RNA polymerase promoter using the transcriptionally 
active variant of the N4 virion RNA polymerase termed mini-vRNAP (see abstract). 
Kazmierczak teaches that most DNA-dependent RNA polymerases require a double-stranded 
transcription substrate, thereby limiting methods of RNA synthesis to those in which a double- 
stranded DNA transcription substrate is available (page 2, paragraph 2). Kazmierczak teaches 
that the above N4 virion RNA polymerase is capable of transcribing RNA from a single-stranded 
promoter, a denatured double-stranded promoter, a double-stranded promoter, or a hairpin 
promoter (see page 2, paragraph 2, page 4, paragraph 1, page 4, last paragraph - page 5, first 
paragraph, and page 13, first paragraph). 

Regarding claim 83, Kazmierczak teaches that the N4 virion RNA polymerase lacks 
helicase activity and transcribes RNA using a single-stranded promoter (page 13). 

Regarding claims 84, 85, and 89, the method of Kazmierczak comprises using mini- 
vRNAP or the Y678F variant of mini-vRNAP to transcribe a single-stranded DNA 
oligonucleotide containing an N4 RNA polymerase promoter sequence (see page 3, last 
paragraph - page 4, second paragraph, for example). 

Regarding claims 86 and 90, Kazmierczak teaches that mini-vRNAP is a single 
transcriptionally active protein that is approximately 1,100 amino acids in length and that 
corresponds to the middle 1/3 of the complete N4 virion RNA polymerase between amino acid 
998 and amino acid 2103 of the full-length N4 virion RNA polymerase (page 69, paragraph 2). 
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Regarding claims 87 and 91, Kazmierczak teaches that the N4 virion RNA polymerase is 
a polypeptide having the amino acid sequence of SEQ ID NO: 4, SEQ ID NO; 6, or SEQ ID NO: 
8 (see page 4, paragraph 2). 

It would have been prima facie obvious for one of ordinary skill in the art at the time of 
invention to utilize an N4 virion RNA polymerase taught by Kazmierczak when practicing the 
method of Dattagupta. An ordinary artisan would have been motivated to do so with a 
reasonable expectation of success, since Kazmierczak taught that the N4 virion RNA polymerase 
could transcribe singlc-strandcd and double-stranded substrates, including hairpin promoters (see 
page 2, paragraph 2, page 4, paragraph 1 , page 4, last paragraph - page 5, first paragraph, and 
page 13). An ordinary artisan would have recognized from these teachings of Kazmierczak that 
utilizing an N4 virion RNA polymerase in the method of Dattagupta would have provided the 
advantage of increased flexibility regarding the DNA substrate to be transcribed. An ordinary 
artisan also would have recognized that the N4 virion RNA polymerase taught by Kazmierczak 
was a suitable RNA polymerase for use in the method of Dattagupta, and therefore, would have 
been motivated to use it in the transcription step of the method with a reasonable expectation of 
success. As noted in MPEP 2144.07, the selection of a known material based on its suitability 
for the intended purpose is prima facie obvious in the absence of unexpected results. Thus, the 
methods of claims 83-92 and 94 are prima facie obvious over Dattagupta in view of 
Kazmierczak. 

Double Patenting 

9. The nonstatutory double patenting rejection is based on a judicially created doctrine 
grounded in public policy (a policy reflected in the statute) so as to prevent the unjustified or 
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improper timewise extension of the "right to exclude" granted by a patent and to prevent possible 
harassment by multiple assignees. A nonstatutory obviousness-type double patenting rejection 
is appropriate where the conflicting claims are not identical, but at least one examined 
application claim is not patentably distinct from the reference claim(s) because the examined 
application claim is either anticipated by, or would have been obvious over, the reference 
claim(s). See, e.g., In re Berg, 140 F.3d 1428, 46 USPQ2d 1226 (Fed. Cir. 1998); In re 
Goodman, 1 1 F.3d 1046, 29 USPQ2d 2010 (Fed. Cir. 1993); In re Longi, 759 F.2d 887, 225 
USPQ 645 (Fed. Cir. 1985); In re Van Ornum, 686 F.2d 937, 214 USPQ 761 (CCPA 1982); In re 
Vogel, 422 F.2d 438, 164 USPQ 619 (CCPA 1970); and In re Thorington, 418 F.2d 528, 163 
USPQ 644 (CCPA 1969). 

A timely filed terminal disclaimer in compliance with 37 CFR 1.321(c) or 1.321(d) may 
be used to overcome an actual or provisional rejection based on a nonstatutory double patenting 
ground provided the conflicting application or patent either is shown to be commonly owned 
with this application, or claims an invention made as a result of activities undertaken within the 
scope of a joint research agreement. 

Effective January 1, 1994, a registered attorney or agent of record may sign a terminal 
disclaimer. A terminal disclaimer signed by the assignee must fully comply with 37 CFR 
3.73(b). 



10. Claim 93 is provisionally rejected on the ground of nonstatutory obviousness-type double 
patenting as being unpatentable over claims 26, 29, 36, and 40 of copending Application No. 
10/719,913. 

Although the conflicting claims are not identical, they are not patentably distinct from 
each other because claims 26, 29, 36, and 40 of the '913 application recite a species of the 
method generically claimed in the instant claim 93. Thus, the methods recited in claims 26, 29, 
36, and 40 of the '913 application anticipate the method recited in the instant claim 93. 

This is a provisional obviousness-type double patenting rejection because the conflicting 
claims have not in fact been patented. 



1 1 . Claim 93 is directed to an invention not patentably distinct from claims 26, 29, 36, and 40 
of commonly assigned Application Serial No. 10/719,913. Specifically, as discussed above, 
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claims 26, 29, 36, and 40 of the '913 application recite a species of the method generically 
claimed in the instant claim 93. Thus, the methods recited in claims 26, 29, 36, and 40 of the 
'913 application anticipate the method recited in the instant claim 93. 

The U.S. Patent and Trademark Office normally will not institute an interference between 
applications or a patent and an application of common ownership (see MPEP Chapter 2300). 
Commonly assigned Application Serial No. 10/719,913, discussed above, would form the basis 
for a rejection of the noted claims under 35 U.S.C. 103(a) if the commonly assigned case 
qualifies as prior art under 35 U.S.C. 102(e), (f) or (g) and the conflicting inventions were not 
commonly owned at the time the invention in this application was made. In order for the 
examiner to resolve this issue, the assignee can, under 35 U.S.C. 103(c) and 37 CFR 1.78(c), 
either show that the conflicting inventions were commonly owned at the time the invention in 
this application was made, or name the prior inventor of the conflicting subject matter. 

A showing that the inventions were commonly owned at the time the invention in this 
application was made will preclude a rejection under 35 U.S.C. 103(a) based upon the commonly 
assigned case as a reference under 35 U.S.C. 102(f) or (g), or 35 U.S.C. 102(e) for applications 
pending on or after December 10, 2004. 

Response to Arguments 

12. Applicant's arguments filed on October 23, 2008 that remain pertinent to the new 
grounds of rejection presented above have been fully considered, but they were not persuasive. 

Regarding the rejection of claims 84, 85, and 89 under 35 U.S.C. 103(a) as being 
unpatentable over Dattagupta in view of Dai, Applicant argues that the amendments to the claims 
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obviate the rejection (see page 9). In particular, Applicant argues that the combined teachings of 
Dattagupta and Dai do not suggest that at least one of the two oligonucleotides used to form the 
ligation product comprises a single-stranded promoter that does not anneal to the target nucleic 
acid as required by independent claim 83. In view of the claim amendments, this rejection is 
currently applicable to claims 83-85, 88, 89, and 92. Applicant's arguments were not persuasive, 
because as discussed above, Dattagupta teaches ligation using an oligonucleotide having the 
claimed structural features (see Figure 5 and page 8, lines 22-31). The broadest reasonable 
interpretation of the limitation "an oligonucleotide comprising a single-stranded promoter that 
does not anneal to the target nucleic acid" excludes double-stranded promoters formed from two 
separate oligonucleotides, but includes hairpin promoters formed from a single-stranded 
oligonucleotide, such as the hairpin promoters taught by Dattagupta. Since Applicant's 
arguments were not persuasive, the rejection has been maintained. 

Regarding the rejection of claims 84-87 and 89-91 under 35 U.S.C. 103(a) as being 
unpatentable over Dattagupta in view of Kazmierczak, Applicant argues that the Kazmierczak 
reference does not qualify as prior art. In particular, Applicant argues that the Kazmierczak 
reference was filed on the same day and contains the same disclosure as Application Serial No. 
10/153,219, to which the instant application claims benefit under 35 U.S.C. 120 (see pages 9-10). 
In view of the claim amendments, this rejection is currently applicable to claims 83-92 and 94. 
Applicant's arguments were not persuasive, because the instant claims 83-92 and 94 are not 
entitled to the benefit of the earlier- filed '219 application. As discussed above, the effective 
filing date of claims 83-92 and 94 of the instant application is December 23, 2002. As a result, 
the Kazmierczak reference, which was published on November 28, 2002, qualifies as prior art 
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under 35 U.S.C. 102(a) and 35 U.S.C. 102(e). Claim 93 is the only claim in the instant 
application that is entitled to an effective filing date of May 21, 2001, and this claim has not been 
rejected citing the Kazmierczak reference (see above). Since Applicant's arguments were not 
persuasive, the rejection has been maintained. 

Conclusion 

13. No claims are currently allowable. It is noted that claim 93 is free of the art, but it has 
been rejected on the ground of provisional obviousness-type double patenting. 

The prior art made of record and not relied upon is considered pertinent to applicant's 
disclosure. Kazmierczak et al. (The European Molecular Biology Journal (2002) 21(21): 5815- 
5823) is cited as a reference of interest. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to ANGELA BERTAGNA whose telephone number is (571)272- 
8291. The examiner can normally be reached on M-F, 7:30 - 5. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Gary Benzion can be reached on 571-272-0782. The fax phone number for the 
organization where this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
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